Claims 




\R5 

wherein \ 

Xi is CRi. wherein Ri is H, halo, cyano, amino, or nitro; and is 
NR3: \ 

R3 is H, -SO2 (C \alkyl), -SO2 phenyl, (C=0)(C alkyi), or -W'Z'; 

W is a covalent bo\d, (C=0), SO2, or C alkyI; 

Z is C 1^ alkyI, C 1^ alkoxy, C 3^ cycloalkyi, phenyl, or C 2^ 

heterocyclic radical, optionally including in the ring up to 3 

additional heteroatoms or moieties independently selected from 

O, N, NH, S, SO, and SoV or Z is NR13R14 where each of R13 and 

Ri4 is independently selectkJ from C 1^ alkyI, C 2^ alkenyl, phenyl, 

benzyl, C 3^ cycloalkyi, and ©2^ heterocyclic radical; 

each of R5, Rg, R7 and Rgis independently H, C 1^ alkyI, C 1^ 

alkoxy, halo, nitro, or amino; \ 

one of Rg, Rb, Re Rd. and Re is WZ and the others are 

independently selected from H, C L alky'. C 1^ alkoxy, halo, nitro, 

and amino; \ 

W is -0-, Rg, O-R9, NR10. -(C0)(0)R9\-0 (COyRg, 

-(CO)NRio, or-N(Rio)-CO-R9, wherein Rg is C alkylene, C 2^ 

alkynylene, C 2^ alkenylene, phenylene,V)r C 2^ heterocyclic 

bivalent radical, and Rio is H, C 1^ alkyI, alkynyl, C 2^ alkenyl, 

phenyl, or C 2^ heterocyclic radical; \ 

Z is C 2^ heterocyclic radical with at least one basic nitrogen atom 

in the ring, optionally including in the ring up to 3 additional 



47 



ORT-1396 



10 



15 



heteroatoms or moieties independently selected from O, C=0, N, 
NH, NK3, S, SO, and SO2, wherein G is R^g, COR15. COOR15, 
SO2R15, SO2N, CSR15; or Z is NR11R12 where each of R^ and R^j 
is independency selected from H, C 1^ alkyi, phenyl, benzyl, C 3^ 
cycloalkyi, and Ovg^ heterocyclic radical; or NR^Rij taken 
together is a C g-a cybloalkylimino radical; and R^g is C 1^ alkyI, C 2. 
6 alkynyl, C 2^ alkenyl, CV7 cycloalkyi, and C 4.7 cycloalkenyl; 
each of the above hydrocahiyl or heterocyclic groups being 
optionally substituted with between 1 and 3 substituents selected 
from C 1^ alkyI, C 1^ alkoxy, halo, nydroxy, phenyl, and phenyl(C 
1^ alkyI); and wherein each of the aboye heterocyclic groups may 
be attached to the rest of the molecule Dy.a carbon atom or a 
heteroatom; 

or a pharmaceutically acceptable salt, amide, d^ter, or hydrate 
thereof. 



2. A compound of claim 1 , wherein R3 is H or C 1.3 alkyl. 




3. A compo\nd of claim 1 , wherein Rgis -(C=0)C 1^ alkyl. 



4. A compound\f claim 1 , wherein R3 is -S02(C 1^ alkyl). 



5. A compound of craim 4 wherein R3 is methylsulfonyl. 
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6. A compound of claim^ , wherein W is a covalent bond. 
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7. A compound of claim 1 , wberein W is SO2 or (C=0). 



8. A compound of claim 1 , wherein R^ is WZ. 



9. A compound of claim 1 , wherein i\or R^ is WZ. 



10. A compound of claim 1 , wherein W is ethoxy, propoxy, or butoxy. 
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1 1 . A\ompound of claim 1 , wherein W is -0-. 

12. A corTTtoound of claim 1 , wherein one of R^, R^, and Re is WZ and 
the othete are independently selected from H, methyl, ethyl, 
methoxy,\thoxy, amino, nitre, and halo; and Rg and R^ are each 
independently H or methyl. 



10 



13. A compound o\claim 1 , wherein at least two of the following 

apply: R^ is WZ\W is propoxy or ethoxy; and Z is N-piperidino, 2- 
(N-methyl)pyrrolia\no, or N,N-dimethyl. 
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14. A compound of claim^ , wherein Z is pyrrolidino, N-methyl- 

pyrrolidino, pyridyl, thiazoyi, piperidino, or NR^Rij where each of 
Rii and R12 is independWiy selected from H, C 1^ alkyi, phenyl, 
benzyl, C 3^ cycloalkyi, and C 2.5 heterocyclic radical or taken 
together with the N form e-e cycloalkylamino radical. 
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15. A compound of claim 1 , wherein one of Rt,, R^, and Rg is WZ and 
the others are independently stelected from H, methyl, ethyl, 
methoxy, ethoxy, amino, and h^lo; and Rg and R^ are each 
independently H or methyl; 
W is -O- or C 1^ alkoxy; 
Z is pyrrolidino, N-methylpyrrolidin6\ pyridyl, thiazoyi, piperidino, 
piperazino, N-methylpiperazino,or NRnRij where each of R^ and 
Rijis independently selected from H, ©1.2 alkyI, phenyl, benzyl, C 
3^ cycloalkyi, and C 2^ heterocyclic radical; each of Rg and R7 are 
each independently H, methyl, methoxy, G>r ethoxy; each of R5 
and Rg is H. 

16. A compound of claim 1 5, wherein R3 is H or -^Oj (G 1^ alkyI). 
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1 7. sA compound of claim 1 5, wherein R3 is SO2 (phenyl) and (C=0)(C 
\alkyl). 
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1 8. A compound of claim 1 5, selected from 2-[4-[2-[1 -(methyl)-2- 
pyrroliWiyl]ethoxy]phenyl)-1 H-indole, 2-[4-[2-[1-(methyl)-2- 
pyrrolidinvl]ethoxy]phenyl)-1-(methylsulfonyl) -1 H-indole, and 2- 
[4-[3-PiperSdinopropoxy]phenyl)-1 H-indole; ) 2-(4-(3-(4- 
methylpiper^ino)propoxy)-phenyl)indole; and l-(methylsulfonyl)- 
2-(4-(3-(4-methylpiperazino)-propdxy)phenyl)indole; or a 
pharmaceutically acceptable salt, amide, ester, or hydrate 
thereof. 
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19. A compound of claimVlS, selected from 2-[4-[3- 

Piperidinopropoxy]pheWl)-1-(methylsulfonyl)-1 H-indole, and 2-[3- 
[3-Piperidinopropoxy]phenyl)-1-(methylsulfonyl)-1 H-indole or a 
pharmaceutically acceptable salt, amide, ester, or hydrate 
thereof. 
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20. A pharmaceutical composition^omprising a compound of formula 
(l)B and a pharmaceutically acceptable carrier. 
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21 . A pharmaceutical composition of cl\im 20, wherein said 

compound has a formula wherein: orite of Ru, R^, and Rg is WZ 
and the others are independently selected from H, methyl, ethyl, 
methoxy, ethoxy, amino, and halo; 
Ra and R^ are each independently H or m^hyl; 
W is -O- or C 1^ alkoxy; 
Z is pyrrolidine, N-methylpyrrolidino, pyridyl, tlsnazoyl, piperidino, 
or NR11R12 where each of R,, and R12 is independently selected 
from H, C 1.2 alkyi, phenyl, benzyl, C 3^ cycloalky\ and C 2^ 
heterocyclic radical; and 
Rg and R7 are each independently H, methyl, methdky, or ethoxy. 
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22. ^ pharmaceutical composition of claim 21 , wherein said 

coiqpound has a formula selected from 2-[4-[2-[1-(methyl)-2- 
pyrroiramyl]ethoxy]phenyl)-1 H-indole; 2-[4-[2-[1-(methyl)-2- 
pyrrolidinyl}^hoxy]phenyl)-1-(methylsulfonyl) -1 H-indole; 2-[4-[3- 
Piperidinopropb^^]phenyl)-1 H-indole; 2-[4-[3- 
Piperidinopropoxy]^^enyl)-1-(methylsulfonyl)-1 H-indole; 2-[3-[3- 
Piperidinopropoxy]phen^1-(methylsulfonyl)-1 H-indole; 2-(4-(3- 
(4-methylpiperazino)propox)^henyl)indole; and 
1 -(methylsulfonyl)-2-(4-(3-(4-me^ylpiperazino)- 
propoxy)phenyl)indole; or a pharmab^utically acceptable salt, 
amide, ester, or hydrate thereof. 
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23. ^ method for treating disorders mediated by the histamine Hg 

reteeptor in a patient, said method comprising administering to the 
patient a pharmaceutically effective amount of compound of 
formu\(l)B. 
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24. A method oXclaim 23, wherein said compound has a formula 
wherein: one of Rb, R^, and Re is WZ and the others are 
independently sejected from H, methyl, ethyl, methoxy, ethoxy, 
amino, and halo; \ 

Ra and R^ are each independently H or methyl; 
W is -O- or C 1^ alkoxy?y 

Z is pyrrolidine, N-methylpvrrolidino, pyridyl, thiazoyi, piperidino, 
N-methylpiperazino, or NRJR12 where each of R^^ and R^jis 
independently selected fro^^^^C ,.2 alkyi, phenyl, benzyl, C 3^ 
cycloalkyi, and C 2-5 hetero^fefi^ra^al; and 
Re and R7 are each indepencMailywmethyl, methoxy, or ethoxy. 

25. A method for treating a patient with a central nervous system 
disorder, said method comprising admini^ring to the patient a 
pharmaceutically-effective amount of a corrapound of formula (l)B. 
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26. A method of claim 25, wherein said central nervous system 
disorder is selected from sleep/wake disorders, arousal/vigilance 
Jisorders, dementia, Alzheimer's disease, epilepsy, narcolepsy, 
eating disorders, motion sickness, vertigo, attention deficit 

5 hyperactivity disorder, learning and memory disorders, mild 

cognitive impairment, and schizophrenia. 

27. A methcid of claim 25, wherein said disorder is selected from 
sleep/wa^ disorders, arousal/vigilance disorders, attention deficit 

10 hyperactiv^ disorder, and learning and memory disorders. 

28. A method of cilaim 25, wherein said compound has a formula 
wherein: one oPRt,, R^, and Re is WZ and the others are 
independently selected from H, methyl, ethyl, methoxy, ethoxy, 

15 amino, and halo; 

Ra and R^ are each Independently H or methyl; 
W is -O- or C 1^ alko> 
Z is pyrrolidine, N-metlWlpyrrolidino, pyridyl, thiazoyi, piperidino, 
N-methylpiperazino, or ^RuRiz where each of R^ and R12 is 

20 independently selected fr\m H, C 1.2 a'kyl. phenyl, benzyl, C 3^ 

cycloalkyi, and C 2-5 heterocyclic radical; and 
Re and R7 are each ind^^aently H, methyl, methoxy, or ethoxy. 




29. A method of claim 25, wiy^eJmsara compound has a formula 
25 selected from 2-[4-[2-[1-(methyl\2-pyrrolidinyl]ethoxy]-phenyl)- 

1H-indole; 2-[4-[2-[1-(methyl)-2-pWolidinyl]ethoxy]-phenyl)-1- 
(methylsulfonyl) -1 H-indole; 2-[4-[al^iperidino-propoxy]phenyl)- 
1 H-indole; 2-[4-[3-PiperjdinopropoxyJ-phenyl)-1 -(methylsulfonyl)- 
1 H-indole; 2-[3-[3-Piperidinopropoxy]V>enyl)-1 -(methylsulfonyl)- 
30 1 H-indole; 2-(4-(3-(4-methylpiperazino)r)ropoxy)-phenyl)indole; 

and 1 -(methylsulfonyl)-2-(4-(3-(4-methylWerazino)- 
propoxy)phenyl)indole; or a pharmaceutic^illy acceptable salt, 
amide, ester, or hydrate thereof. 
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30. \methocl for treating a patient with an upper airway allergic 

response, said method comprising administering to the patient a 
phamnaceutically-effective amount of a compound of formula (l)B. 

5 \ 

31 . A methokd of claim 30, wherein said compound has a formula 
wherein: one of Rb, Rc, and Rg is WZ and the others are 
independ^tly selected from H, methyl, ethyl, methoxy, ethoxy, 
amino, and r^lo; 

10 Rg and are\ach independently H or methyl; 

W is -O- or C Aalkoxy; 

Z is pyrrolidine, N^methylpyrrolidino, pyridyl, thiazoyi, piperidino, 
N-methylpiperazinckor NRnRij where each of R^ and R^jis 
independently selected from H, C 1.2 alkyi, phenyl, benzyl, C 3^ 
15 cycloalkyi, and C 2.5 hejterocyclic radical; and 

Re and R7 are each inde^pendently H, methyl, methoxy, or ethoxy. 

32. A method of claim 30,^h^ein said compound has a formula 
selected from 2-[4-[2-[l^te|hyl)-2-pyrrolidinyl]ethoxy]phenyl)-1 H- 

20 indole; 2-[4-[2-[1-(methV^25^olidinyl]et 

(methylsulfonyl) -1 H-indoli42^^'P®''''^'"°P'"°P°^ylP^®"y'^' 
1 H-indole; 2-[4-[3-Piperidinoproboxy]phenyl)-1-(methylsulfonyl)- 

1 H-indole; 2-[3-[3-Piperidinoprop^xy]phenyl)-1 -(methylsulfonyl)- 

1 H-indole; 2-(4-(3-(4-methylpiperazino)propoxy)-phenyl)indole; 

25 and 1-(methyIsulfonyl)-2-(4-(3-(4-m\thylpiperazino)- 

propoxy)phenyl)indole; or a pharmac^utically acceptable salt, 

amide, ester, or hydrate thereof. 
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